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In the Clai ms 

1-21 (canceled) 

22 (currently amended). A method for determining the sequence of a polynucleotide, 
comprising the steps of: 

i. reacting a target polynucleotide with an enzyme that interacts with and 
processes along the polynucleotide, under conditions sufficient to induce enzyme activity, and 

ii. delecting conformational changes in the enzyme as the enzyme processes 
along the polynucleotide, and thereby determining the sequence of the polynucleotide; 

wherein the enzymo comprises a-fost bound fluorescent molecule, Ore characteristics of 
which alter as the enzyme undergoes a conformational change, and wherein the target polynucleotide 
docs not comprise a labcl.priorto v during after the enz yme processes nlnn * tlicEoJvjiu.cLcoMdc, 
flmUidlSr^fjteLiiLia-Carriod out in lha pres ence of nucleotide monomers , the nuclrntirin 
monomer s d o not co mp rise a labej . 

23 (previously presented). The method according to claim 22, wherein tho cn?.yme is a 
polymerase enzyme. 

24 (previously presented). The method according to claim 22, wherein the enzyme is a 
hclicasc enzyme or a primase enzyme 

25 (previously presented). The method according to claim 22, wherein tho enzyme is 
immobilised on a solid support. 

26 (previously presented). The method according to claim 25, comprising a plurality of 
enzymes immobilised on the sol id support. 

27 (canceled). 
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28 (currently amended). Thcmclhod according to claim 22, wherein the enzyme comprises a 
bound label lhat interacts with the-firsihound. fluorescent molecule, wherein the degree of interaction 
is dependent on a conformational change in the enzyme. 

29 (canceled). 

30 (currently amended). The method according to claim 28, wherein thc-6fs*_bound 
fluorescent molecule is an energy acceptor and the bound label is an energy donor, or wherein Ihc 
first bound fluorescent molecule is an energy donor and the bound label is an energy acceptor, and 
wherein step (ii) is carried out by measuring energy transfer between the-firs t hound fluorescent 
molecule and the bound label. 

31 (canceled). 

32 (previously presented). The method according to claim 22, wherein step (ii) is carried out 
using con focal microscopy. 

33 (previously presented). The method according to claim 32, wherein step (ii) is carried out 
by fluorescence imaging. 

34 (currently amended). Thcmethod according to claim 22, wherein step (ii) is carried out by 
measuring a polarisation effect consequent on the altered characteristics of thc^U^ynd 
fluorescent molecule. 

35 (previously presented). The method according to claim 34, wherein step (ii) is earned out 
by fluorescence polarisation anisotrophy. 

36-40 (canceled). 

II:W»<VtuWn»[l\C»jn-gp.an>d.fiiwl.dc</DNB/ii| 
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4 1 (currently amended). A solid support comprising at least one i mmobiliscd polymerase or 
helicasc enzyme, the cn?.yme being labelled with at least one fluorescence re s onance energy transf er 
I'iSiOlP&E^donor label and at least one FRET acceptor label. 

42 (canceled). 

43 (currently amended). The solid support according to claim 41, wherein the at least one 
rtuorj^ejncc resoj^p.e.cncj^yjiaijsfcr donor label is a fluorophore. 

44 (canceled). 

45 (currently amended). A system for determining a sequence of a polynucleotide, 
comprising a solid sup^rt^ccordH^o^laiiM^coinprisinK at le ast one im mobilise poiyn^^ fiE 
hcjjcasg^vincJjiMn^^nc being l abelled with a t least one fl uorcscencc resonant CTjcrgyJansfcr 
CEiyiQilpnQ^ and an apparatus for detecting the label. 

46 (currently amended). The solid support according to claim 41, wherein the at least one 
HUvTJXgpi^cnw qjsoi^^ is a fluorophore. 
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